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Supplementary Figure 1 Risk of bias assessment.



Supplementary Figure 2 Forest plot showing the difference in the complications in

atients treated with terlipressin compared with somatostatin.

Terlipressin Somatostatin Odds Ratio Odds Ratio
Study or Subaroup _ Events Total Events Total M-H. Random, 95% ClI M-H. Random. 95% CI
Feu 1996 31 80 19 81 2.06 [1.04, 4.09] L
Pauwels 1994 4 17 0 18 12.33[0.61, 248.91]
Seo 2014 36 261 11 259 3.61[1.79, 7.26] L
Walker 1996 0 53 3 53 0.13[0.01,2.68] *
Total (95% Cl) 411 a1 2.44[1.03, 5.80] e~
Total events 71 33
Heterogeneity: Tau? = 0.33; Chi*=6.09, df =3 (P =0.11); P =51% 0 ;)2 0‘1 1 1‘0 5‘0

Test for overall effect: Z = 2.02 (P = 0.04)




Supplementary Figure 3 The results of sensitivity analyses. Panel A: Terlipressin vs
somatostatin - Transfusion requirements; Panel B: Terlipressin vs somatostatin -
Complicatons; Panel C: Terlipressin vs octreotide - Rebleeding within 42 days; Panel D:
Terlipressin vs octreotide - Complications; Panel E: Terlipressin vs vasopressin - 24
hours control of bleeding; Panel F: Terlipressin vs vasopressin - In-hospital rebleeding;
Panel G: Telipressin vs balloon tamponade - Complications.
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Supplementary Figure 4 Forest plot showing the difference in the control of bleeding in
atients treated with terlipressin compared with octreotide.

Terlipressin Octreotide Odds Ratio Odds Ratio
Study or Subgrou Events Total Events Total M-H. Random, 95% CI M-H. Random. 95% CI
3.1.1 Initial control of bleeding
Abid 2009 151 163 154 161 0.57 [0.22, 1.49] -
Asad 2014 39 40 35 40 5.57 [0.62, 50.03]
Cho 2006 42 43 43 45 1.95[0.17, 22.36]
Ck 2011 62 73 51 68 1.88[0.81, 4.37] T -
Seo 2014 234 261 229 260 1.17 [0.68, 2.03] =
Subtotal (95% Cl) 580 574 1.26 [0.74, 2.14] -
Total events 528 512

Heterogeneity: Tau? = 0.09; Chi? = 5.41, df = 4 (P = 0.25); I = 26%
Test for overall effect: Z = 0.86 (P = 0.39)

3.1.2 <24 hours control of bleeding

Pedretti 1994 16 30 23 30 0.35[0.11, 1.05] e —
Silvain 1993 24 4 36 46 0.39 [0.15, 1.00] —]
Subtotal (95% Cl) 71 76 0.37 [0.18, 0.76] .
Total events 40 59

Heterogeneity: Tau? = 0.00; Chi# = 0.03,df =1 (P = 0.87); I’ = 0%
Test for overall effect: Z = 2.70 (P = 0.007)

3.1.3 5-day control of bleeding

Brunati 1996 22 28 21 28 1.221[0.35, 4.24] —
Subtotal (95% Cl) 28 28 1.22 [0.35, 4.24] ———
Total events 22 21

Heterogeneity: Not applicable
Test for overall effect: Z = 0.32 (P = 0.75)




Supplementary Figure 5 Forest plot showing the difference in the complications in

atients treated with terlipressin compared with vasopressin.

Terlipressin Vasopressin
|Study or Subgroup _ Events Total Events Total

Odds Ratio Odds Ratio

Lee 1988 2 21 10 24
Total (95% CI) 21 24
Total events 2 10

Heterogeneity: Not applicable
Test for overall effect: Z = 2.25 (P = 0.02)

0,

0.15 [0.03, 0.78]

0.15[0.03, 0.78] ~ ——n——

0.02 0.1 1 10 50




Supplementary Table 1. Previous meta-analyses regarding terlipressin for acute variceal bleeding

First No No
author Country studies  Pts Aims of studies Findings
(year)

Compared with no vasoactive drug, vasoactive drugs significantly
improved the control of bleeding (RR=1.21, 95% CI=1.13-1.30,
p<0.001) and decreased the 7-day mortality (RR=0.74, 95%

Well Camada 30 3111 3:;;2:?@1‘;;32:&;:% of  (01=0.57-0.95, p=0.02), transfusion requirement (WMD= -0.70, 95%
(2012) AVB patients CI=-1.01 to -0.38, p<0.001), and duration of hospitalization

(WMD=-0.71, 95% CI=-1.23 to -0.19, p=0.007). The efficacy was
not significantly different among different types of vasoactive drugs
for AVB.

AVB, acute variceal bleeding; OR, odds ratio; RR, risk ratio; CI, confidence interval; WMD, weighted mean difference.



Supplementary Table 2. Patient characteristics

First Etiology Child- Encepha- Previous Active Source of
author Age  Male (alcoholic HCC Pugh  Ascites lopathy variceal bleeding bleeding
(year) (mean) (%) %) (%) ClassC (%) (%) bleeding at endoscopy (esophagus

y ° (%) ’ (%) (%) %)

Terlipressin VS no vasoactive drug

Freeman 29

(1989) 53 NA 77.4 NA NA NA NA NA 100

Pauwels
(1994)

NA NA NA NA NA NA NA NA NA NA

Brunati
(1996) NA NA 25 NA 36 NA NA NA NA NA

Terlipressin VS somatostatin

Walker
(1996)

Z

A NA 74 NA 12 74.5 82 NA NA 91.5

(2001)

%]
[0}
[}

(2006) 54 85 62 11.2 42 63.3 204 39.8 NA 48.9

%]
[0}
[}

(2014) 53 854 56 0 32.8 NA NA 43.6 435 70.9

Terlipressin Vs octreotide




Pedretti

(1994) 66 58 33 NA 12 NA NA 28.3 NA 68.3
Cho

(2006) 55 84 40 19.3 33 53 11 51 37.5 NA

Ck
2011) NA 89 63 NA  NA 324 NA NA 13.8 NA
Asad NA NA  NA NA  NA NA  NA NA NA NA
(2014)

Terlipressin VS vasopressin

Desaint

(1987) NA NA NA NA 43 NA NA NA NA NA
Chiu
(1990) 50 74 26 NA 59 NA NA 51.9 NA NA

Terlipressin Vs terlipressin plus EVL

Terlipressin Vs sclerotherapy

Terlipressin vS balloon tamponade

s3]
)
=3

o)

=N

62 68 NA 55 NA NA 59.6 NA 100

~
—_
Nel
O
=]
=

Compean 53 65 88 NA 40 60 35 25 NA 55

NA, not available; HCC, hepatocellular carcinoma; EVL, endoscopic variceal ligation.






Supplementary Table 3. Outcomes

First

No. Control of Treatment Duration of hospital
T;’l:l;:; Pts bleeding (n) failure (n) Rebleeding (n) Mortality (n) stay (days)

Terhiressm VS no vasoactive drui

Initial:
Freeman 9/15 vs 6/16 In-hospital: In-hospital: Med
(1989) 16 5 qay: NA 1/15vs3/16 3/15 Vs 4/16 NA 3(1-

8/15vs3/15
Pauwels 17/14 48 h: 48 h: 30-day: Mea
(1994) 10/17 vs 8/14 1/17 vs0/14 6/17 vs5/14 4.9+
Brunati S-day: 5-day: Med
(1996) 28127 22/28 vs16/27 NA NA 4/28 vs4/27 NA 2 (1-




Terliiressin VS somatostatin

24 h:
Walker 53/53 Initial: 24 h: 5/53 vs5/53 In-hospital: Mean+SD: Mea
(1996) 48/53 vs43/53 9/53 vs 15/53 In-hospital: 11/53 vs11/53 17.4+11.9 vs16+11.3 5.5+
18/53 vs 12/53
Ali 48 h: In-hospital: Mea
2001 17117 14/17 vs 12/17 NA NA 3/17 vs5/17 NA 3.6+
Seo 48/50 NA S-day: S-day: S-day: Mean+SD: Mea
(2006) 10/48 vs 6/50 6/48 vs3/50 5/48 vs3/50 10.646.0 vs 11.5+8.0 5.3+
5-day:
Seo 261/259 Initial: S-day: S-day: 21/261 vs23/259 NA Mea
(2014) 234/261 vs227/259 36/261 vs43/259 8/261 vs 11/259 42-day: 4.6+

34/261 vs30/259



Terlipressin VS octreotide

Pedretti 30/30 24 h: 60-day: 60-day: Mea
(1994) 16/30 vs23/30 2/30 vs2/30 4/30 vs3/30 1.8+

5-day:
Cho 43/45 Initial: NA 5/43 vs 4/45 42-day: Mean+SD: Mea
(2006) 42/43 vs43/45 42-day: 6/43 vs 8/45 10+6.8 vs 13.1£9.9 2.1+
12/43 vs 11/45

Ck 73/68 Initial: NA 42-day: 42-day:

(2011) 62/73 vs51/68 10/73 vs 18/68 10/73 vs 12/68 NA NA

S-day: 5-day:
Asad Initial: 2/40 Vs 4/40 2/40 v 3/40
(2014) 40740 30/40 vs 35/40 NA 30-day: 30-day: NA NA

12/40 vs 4/40 4/40 vs 5/40






Fort 12 h:

(1990) B4 183 vs19/24 NA
Garcia-

24 h:
Compean 20/20 NA
(oo 14/20 vs 19120

12-48 h:
6/18 vs3/19

7-day:

2/14 vs7/19
30-day:
4/14vs17/19

In-hospital:
2/23 vs2/24

7-day:

4/20 vs 6/20
30-day:
7/20 vs7/20

NA

NA

Mea

Mea
343,

NA, not available; EVL, endoscopic variceal ligation.



Supplementary Table 4. Definitions of relevant outcomes

First
author Definitions of control of bleeding Definitions of treatment failure Definitions of r¢
(year)
Freeman Therapy in each group was regarded as having failed if further
(1982) Unavailable measures, usually a Sengstaken tube, had to be used to control Unavailable
bleeding.
Walker Bleeding was considered to have been controlled, when
(1986) bleeding ceased within 36 h, and there was a period of Unavailable Unavailable
at least 24 h without evidence of bleeding.
Colin Initial hemostasis was defined as the absence of blood Early rebleeding was defined
(1987) on two successive gastric aspirations within the first 48 Unavailable bleeding before the 96th h aft
h of the trial. who had an initial hemostasis.
Desaint . . .
(1987) Unavailable Unavailable Unavailable
Complete control of bleeding was defined as the initial If bleeding continued at the end of 6 h, as determined by the ~Recurrent bleeding was definc
Lee control of bleeding followed by no recurrence for the  presence of fresh blood in the stomach, unstable vital signs, or signs and fresh blood aspirate
(1988) subsequent 18 h (total 24 h) while receiving a reduced the need for further blood transfusion, treatment was lavage at any time during drug
dose of terlipressin or vasopressin. considered as a failure. initial control of bleeding.
Hourly hemodynamic measurements anfi h.emoglobln Vasoconstrictor therapy was regarded as having failed if, after
Freeman were stable, there was no apparent continuing loss of : . .
. . at least two doses of drug, continued hematemesis or fresh Unavailable
(1989) blood, and further blood transfusion was considered .
melena necessitated the passage of a Sengstaken tube.
unnecessary.
Sderlund Failure was defined as a need for active intervention (for
(1990) Unavailable example, with tamponade and/or emergency sclerotherapy) to Unavailable
stop variceal bleeding during the treatment period.
Chiu Successful control of bleeding was defined as the initial In the initial 12 h, if bleeding was active and vital signs were Rebleeding was defined as ha
(1990) control of bleeding followed by no rebleeding in the ~ unstable despite blood transfusion, we defined this as failure bloody stool again within 7 dz
subsequent 12 h. and changed therapy. control.
Fort Complete control of bleeding was suggested by stability
(1990) of blood pressure, stability of Hb, stability of Unavailable Unavailable
hematocrit level and no further transfusion requirement.
The criteria used to define the control of variceal
Silvain hemorrhage were stability of blood pressure, stability of
(1993) pulse rate, stability of Hb levels and hematocrit level ~ Unavailable Unavailable
measured hourly and maintained above 30%, with no
further transfusion requirements.
Blanc Unavailable Unavailable Unavailable
(1994)
Failure if there was blood in the gastric aspirate or if blood
D'Amico Gastric aspirate was clear and remained clear for at reappeared within 6 h. Unavailable
(1994) least 6 h. Death or uncontrollable bleeding requiring emergency surgery
within the 24 h of trial was considered as failures.
Control of hemorrhage was defined as the cessation of
bleeding for at least 12 h consecutively. Treatment failure was defined as the occurrence of each one Rebleeding was defined as re
Pedretti Cessation of bleeding was defined by the absence of  of the following symptoms: continued bleeding uncontrolled >eang v .
. . . .. . S emesis or bright red blood in
(1994) fresh blood in the nasogastric aspirate for 1 h, by treatments and requiring blood transfusion; deterioration of with a drop in the Hb level of
associated with stabilization of hematocrit and vital vital signs unrelated to other factors. P
signs.
Pauwels Treatment failure was defined as the occurrence of
(1994) Unavailable cardiovascular events, need for alternative treatment to stop ~ Unavailable
bleeding or 48 h continuous bleeding.
ey (Gt o s e 6 i A o Eflh(lir'e was deﬁlne((i1 _by thfe following criteria: persistent bRebleefdmg was defined a(sl/ the
(1995) Sl e s e i s iy it s eodloin, - eeding, or reblee ing, side-effects of treatment requiring lood in gastric lavage and/or
" interruption of the trial, and death. than 2 g/dL Hb after initial co
Blee.dmg was cqnmdered to be _controlled by. the Treatment was considered to have failed when a balloon Rebleeding was defined as as;
Walker medication studied when bleeding ceased within the 24 . s
. . tamponade was necessary or when rebleeding occurred within from the stomach, occurred w
(1996) h study period and a period of at least 24 h passed . .
. . . a 24 h period. period.
without any evidence of rebleeding.
Brunati . . .
(1996) Unavailable Unavailable Unavailable
Success of Fherapy was deﬁned as the absencg of Rebleeding was defined as an
Feu hematemesis, absence of signs of hypovolemia, absence Unavailable of hemorrhage after achicvin
(1996) of a decrease in hematocrit of >8 points, and absence of g e

fresh blood in gastric aspirates within this 24 h period.

bleeding.



Patch
(1999)

Unavailable

Unavailable

Unavailable




The need for blood transfusion three or more times in
succession in the hours following introduction of treatment to
maintain haemodynamic state was considered as treatment
failure and alternative treatment options were tried.

Ali The absence of blood on naso-gastric aspiration
2001) performed hourly within two days of treatment was
regarded as initial control of bleeding.

Unavailable

Rebleeding was defined as rec
Cho 24 hours bleeding free period within 48 hours, lack of Unavailable hematemesis and/or melena ot
(2006) further bleeding, stable vital signs. or decrease of systolic blood

increase of heart rate >15 bpn

Control of variceal bleed was achieved when any of the
features of Baveno III criteria (of failure to control Baveno III criteria Unavailable
bleed) were not met.

Ck

011) Baveno-[] criteria Baveno-[] criteria Baveno-[] criteria

Asad
(2014)

Unavailable Unavailable Unavailable

EVL, endoscopic variceal ligation; TIPS, transjugular intrahepatic portosystemic shunts; Hb, haemoglobin.



Supplementary Table 5. Compli

PP

Walker Soderlund  Levacher Pauwels Walker Feu Seo Silvain Pedretti Seo Lee Lo Escorsell Colin Fort
(1986) (1990) (1995) (1994) (1996) (1996) (2014) (1993) (1994) (2014) (1988) (2009) (2000) (1987) (199(
;e‘r,lails) (r)eaiiiir\i{e II??;E:?&% I;I:g;ls) (r):istiigg Terlipressip/ Terlipressif)/ Terlipressi]_]/ Terlipressip/ Terlipressin/ Terlipres_sin/ Terlipres_sin/ Terlipressip/ Tt:;}:g ::::ﬁ/ Terlipressin/ Te;l;ﬁszin/ Te{)laiﬂfé
drug drug drug somatostatin ~ somatostatin  somatostatin  somatostatin  octreotide octreotide octreotide  vasopressin plus EVL sclerotherapy {amponade  tampon
e
- 71 - 1/0 - - - - - - - - - - -
- - - - - - - - - 0/1 - - 7/10 - -
- - - - - - - - - - 172 0/1 - - 2/0
- - 1/0 - - - - - - - - - - - -
- - - 1/0 - - - - - - - - - - -
- - - - - - - - - - - - 1/0 - -
1/0 8/2 - - - 2/0 - - - - - - - - -
- - - - - - - - - - - 4/5 0/5 - -
- - - - - - - - - - - - 0/1 - -
e
1/0 6/0 0/1 1/0 - 10/7 - 3/0 3/2 - 0/1 - - - -
s episodes - - 1/0 - - - - - 1/1 - - - - - -
- - - - 0/1 - - 1/0 - - - - - - -
- - - - - 1/0 - - - - - - - - -
- - - - - 1/0 - - - - - - - - -
- - - - - - - - - - - - 1/0 - -
- - - - - - - 1/0 - - - - - - -
- 2/0 - - - - 1/3 - 3/0 12 - - 1/0 - -
3/0 7/0 - - 0/2 11/5 - 1/0 - - - - - - -
e
- - - - - - 4/3 - 2/0 4/1 1/5 10/5 5/2 -
- 31 - - - - 0/1 - - - 0/1 - 1/0 - 3/0
- - - - - - 1/0 - - 1/0 - - - - -
- 2/2 - - - - - 0/2 72 0/2 - - - - -
- - - - - - - - - - - 2/0 - - -
- - - - - - - - - - - - 0/6 0/1 0/1
ling - - - - - - - - - - - 0/2 0/4 - -
e
- - - - - - - - - 0/1 0/1 2/5 1/8 - 0/1
- - - - - - - - - - - - - - 0/9
- - - - - - - - - - - 1/0 - - -
- - - - - - - - - - - - 0/3 - -
- - - - - - - - - - - - 0/1 - -
- - - - - - - - - - - - 0/4 - -
4 - - - - - - - - - - - - - 1/0 -
e
- - - - - 0/1 - - - - - - - - -
- - - - - - - - - - - 2/1 - - -
N
- - - 1/0 - 0/1 - - - - - 0/1 - - -

- - - - - - - - - - - - 1/0 - -



nal supraventricular tachycardia; SBP, spontaneous bacterial peritonitis; UTI, urinary tract infection; EVL, endoscopic variceal ligation.



Supplementary Table 6. GRADE quality of evidence summary table for the comparisons of terlipressin with no vasoactive drug for patients with acute variceal bleeding

Quality assessment No of patients Effect
. PN . . . Other . . No vasoactive Relative Quality
esign  Limitations Inconsistency Indirectness Imprecision considerations Terlipressin drug (95% CT) Absolute
ding - Initial control of bleeding
Serious” No serious No serious Serious” Likely 9/15 6/16 OR 2S5 225 more per 1000 @000
erious inconsistency” indirectness publication bias®  (60%) (37.5%) (0.59t0 10.62) (from 114 fewer to 489 more)  Very low
ding - <48 hours control of bleeding
Serious’ No serious No serious Serious™ None 87/114 58/111 OR 2.94 240 more per 1000 ®D00
erious inconsistency indirectness 0 ° (76.3%) (52.3%) (1.57t0 5.51)  (from 110 more to 335 more)  Low
ding - 5-day control of bleeding
Serious” No serious No serious No serious Likely 59/109 45/108 OR 1.86 154 more per 1000 ®DOO
u inconsistency indirectness imprecision publication bias®  (54.1%) (41.7%) (0.9 t0 3.87) (from 25 fewer to 318 more) Low
-hospital rebleeding
Serious’ No serious No serious Serious™ None 6/40 8/41 OR 0.74 43 fewer per 1000 ®D00
0 inconsistency indirectness (15%) (19.5%) (0.22t02.47)  (from 144 fewer to 179 more) Low
-hour rebleeding
Very No serious No serious Serious™ Likely 1/17 0/14 OR 2.64 0 more per 1000 @000
Serious™ inconsistency” indirectness publication bias®  (5.9%) (0%) (0.1t069.88)  (from O fewer to 0 more) Very low
-day rebleeding
Serious” No serious No serious Serious™® Likely 15/41 15/43 OR 1.08 18 more per 1000 @000
erious inconsistency” indirectness publication bias®  (36.6%) (34.9%) (0.44t02.63)  (from 158 fewer to 236 more)  Very low



10spital mortality
Serious”
1y mortality
Serious”
days mortality
Serious”
Juirements

. #
Serious

. #
Serious

No serious
inconsistency

No serious
inconsistency

No serious
inconsistency

No serious
inconsistency

No serious
inconsistency

No serious
indirectness

No serious
indirectness

No serious
indirectness

No serious
indirectness

No serious
indirectness

. s
Serious®

No serious
imprecision

Serious®®

Serious®

No serious
imprecision

None

None

None

None

None

9/71
(12.7%)

15/94
(16%)

40/124
(32.3%)

42

26/97
(26.8%)

23/70
(32.9%)

13/93
(14%)

53/123
(43.1%)

39

9/97
(9.3%)

OR 0.31
(0.13 t0 0.73)

OR 1.17
(0.52 to 2.62)

OR 0.63
(0.37 to 1.06)

OR 3.52
(0.97 to 12.71)

197 fewer per 1000
(from 65 fewer to 269 fewer)

20 more per 1000
(from 62 fewer to 159 more)

108 fewer per 1000
(from 212 fewer to 14 more)

WMD 0.62 lower
(1.75 lower to 0.5 higher)

172 more per 1000
(from 3 fewer to 472 more)

DD00
Low

DDDO
Moderate

®DO0
Low

DD00
Low

DDDO
Moderate

Abbreviations: RCT, randomized controlled trial; OR, odds ratio; WMD, weighted mean difference; CI, confidence interval.
Notes: #The limitations are serious, because a majority of patients (>50%) are from the studies judged as unclear risk of bias.
*The limitations are very serious, because a majority of patients (>50%) are from the studies judged as high risk of bias.

“There is no serious inconsistency, because only one study is included.

o . o . . L .
The imprecision is serious, because 95% confidence interval is wide and the sample size is small.

SThe publication bias is likely, because only one study is included.

$5The imprecision is serious, because the sample size is small.
“The publication bias is likely, because the Egger's test demonstrates a statistically significant publication bias.



Supplementary Table 7. GRADE quality of evidence summary table for the comparisons of terlipressin with somatostatin for patients with acute variceal bleeding

uality assessment No of patients Effect
y P

i Quali
cher. Terlipressin  Somatostatin Relative Absolute
considerations

ign Limitations Inconsistency Indirectness Imprecision (95% CI)

ing - Initial control of bleeding

Very No serious No serious No serious None 344/387 326/381 OR 1.35 33 more per 1000 ®D00
serious” inconsistency indirectness imprecision (88.9%) (85.6%) (0.88t02.07) (from 17 fewer to 69 more)  Low

ing - 48-hour control of bleeding

Serious™ No serious No serious No serious None 88/114 94/116 OR 0.79 39 fewer per 1000 DDD0
u inconsistency indirectness imprecision (77.2%) (81%) (0.41t0 1.5)  (from 174 fewer to 55 more) Moderat
‘e - 24-hour treatment failure
Serious™ No serious No serious Serious® Likely 953 15/53 OR 0.52 113 fewer per 1000 @000
v inconsistency indirectness publication bias®®  (17%) (28.3%) (0.2t0 1.32)  (from 210 fewer to 60 more) Very loy
‘e - 5-day treatment failure
Very No serious No serious No serious None 57/341 59/336 OR 0.92 12 fewer per 1000 @200
serious” inconsistency indirectness imprecision (16.7%) (17.6%) (0.61 to 1.41)  (from 61 fewer to 55 more)  Low

hospital rebleeding

Serious™ No serious No serious Serious® Likely 18/53 12/53 OR 1.76 114 more per 1000 ®000
0 inconsistency™®  indirectness v publication bias™ (34%) (22.6%) (0.74to 4.15)  (from 48 fewer to 322 more) Very lov
 hours rebleeding
Lo No serious No serious .o Likely 6/70 7/71 OR 0.86 13 fewer per 1000 @000
Serious Serious

inconsistency indirectness publication bias*® (8.6%) (9.9%) (0.27t02.74)  (from 70 fewer to 132 more) Very loy



ay rebleeding

Very No serious No serious No serious None 14/309 14/309 OR 1.1 4 more per 1000 @D00
serious” inconsistency indirectness imprecision (4.5%) (4.5%) (0.37t03.26) (from 28 fewer to 89 more)  Low
day rebleeding
Serious™ No serious No serious No serious None 34/153 34/150 OR 0.99 2 fewer per 1000 DDD0
0 inconsistency indirectness imprecision (22.2%) (22.7%) (0.57to 1.71)  (from 84 fewer to 107 more) Moderat
yspital mortality
Serious™ No serious No serious Serious® None 14/70 16/70 OR 0.85 27 fewer per 1000 ®D00
inconsistency indirectness (20%) (22.9%) (0.38t0 1.91)  (from 127 fewer to 133 more) Low
y mortality
Very No serious No serious No serious None 31/341 30/336 OR 1.01 1 more per 1000 ®@D00
serious” inconsistency indirectness imprecision (9.1%) (8.9%) (0.59t0 1.71)  (from 35 fewer to 54 more)  Low
lays mortality
Very No serious No serious No serious None 63/431 57/427 OR 1.12 14 more per 1000 ®@D00
serious” inconsistency indirectness imprecision (14.6%) (13.3%) (0.76 to 1.66)  (from 29 fewer to 70 more)  Low
uirements
Very _— No serious No serious WMD 0.59 higher @000
serious” Serious indirectness imprecision None 476 478 . (0.19 lower to 1.37 higher) Very lov
yital stay
. No serious No serious . WMD 0.24 lower ®D00
Serious inconsistency indirectness Serious None 101 103 ) (2.6 lower to 2.12 higher) Low
Very Serious” No serious No serious None 71/411 33/411 OR 2.44 95 more per 1000 @000
serious” erious indirectness imprecision (17.3%) (8%) (1.03t05.8)  (from 2 more to 256 more) Very lov
Abbreviations: RCT, randomized controlled trial; OR, odds ratio;, WMD, weighted mean difference; CI, confidence interval.
Notes: “The limitations are very serious, because a majority of patients (>50%) are from the studies judged as high risk of
bias.
*The limitations are serious, because a majority of patients (>50%) are from the studies judged as unclear risk of
bias.

SThe imprecision is serious, because the sample size is small.

$SThe publication bias is likely, because only one study is included.

SSThere is no serious inconsistency, because only one study is included.

“The inconsistency is serious, because the heterogeneity is high.



Supplementary Table 8. GRADE quality of evidence summary table for the comparisons of terlipressin with octreotide for patients with acute variceal bleeding

Quality assessment No of patients Effect
. Quality
. R . . - Other . . . Relative
Design Limitations  Inconsistency Indirectness Imprecision considerations Terlipressin  Octreotide (95% CI) Absolute
eding - Initial control of bleeding
T Serious” No serious No serious No serious None 528/580 512/574 OR 1.26 20 more per 1000 DDDO
’ erious inconsistency indirectness imprecision (91%) (89.2%) (0.74 to 2.14) (from 33 fewer to 54 more) Moderate
eding - <24 hours control of bleeding
T Very No serious No serious Serious™ None 40/71 59/76 OR 0.37 214 fewer per 1000 @000
’ serious™ inconsistency indirectness (56.3%) (77.6%) (0.18 t0 0.76) (from 51 fewer to 392 fewer) Very low
eding - 5-day control of bleeding
T Very No serious No serious Serious™ Likely 22/28 21/28 OR 1.22 35 more per 1000 ®000
’ serious™ inconsistencyS indirectness publication bias®® (78.6%) (75%) (0.35t0 4.24) (from 238 fewer to 177 more) Very low
nt failure
T Very No serious No serious No serious Likely - 36/261 42/260 OR 0.83 24 fewer per 1000 @000
’ serious™ inconsistency® indirectness imprecision publication bias®™  (13.8%) (16.2%) (0.51 to 1.35) (from 72 fewer to 45 more) Very low
<48 hours rebleeding
T Very No serious No serious Serious™ Likely - 524 10/36 OR 0.68 70 fewer per 1000 @000
’ serious™ inconsistency® indirectness ° publication bias®™  (20.8%) (27.8%) (0.2t0 2.33) (from 206 fewer to 195 more) Very low
S-day rebleeding
T Very No serious No serious No serious None 15/344 18/345 OR 0.84 8 fewer per 1000 ®D00

serious™ inconsistency indirectness imprecision (4.4%) (5.2%) (0.41t0 1.71) (from 30 fewer to 34 more) Low



<42 days rebleeding

T Serious” Serious” No serious No serious None 33/180 41/189 OR 0.96 7 fewer per 1000 ®D00
’ 4 ! indirectness imprecision (18.3%) (21.7%) (0.35t0 2.63) (from 129 fewer to 205 more) Low
60-day rebleeding
T Very No serious No serious Serious™ Likely 2/30 2/30 OR 1 0 fewer per 1000 @000
’ serious™ inconsistency® indirectness publication bias®™®  (6.7%) (6.7%) (0.13t0 7.6) (from 57 fewer to 285 more) ~ Very low
-hospital mortality
T Serious” No serious No serious No serious Likely 9/163 7/161 OR 1.29 12 more per 1000 ®D00
’ erious inconsistency® indirectness imprecision publication bias®™®  (5.5%) (4.3%) (0.47 to 3.54) (from 23 fewer to 95 more) Low
day mortality
T Very No serious No serious No serious None 27/329 30/328 OR 0.89 9 fewer per 1000 ®P00
’ serious™ inconsistency indirectness imprecision (8.2%) (9.1%) (0.51 to 1.53) (from 43 fewer to 42 more) Low
50 days mortality
T Very No serious No serious No serious None 69/488 68/489 OR 1.03 4 more per 1000 ®P00
’ serious™ inconsistency indirectness imprecision (14.1%) (13.9%) (0.71 to 1.48) (from 36 fewer to 54 more) Low
‘equirements
‘ Very No serious No serious No serious WMD 0.02 higher ®D00
T serious™ inconsistency indirectness imprecision None 497 496 ) (0.29 lower to 0.34 higher) Low
ospital stay
‘ . No serious No serious No serious WMD 1.25 lower DDDO
T Serious inconsistency indirectness imprecision None 206 206 ) (3.04 lower to 0.54 higher) Moderate
s
T Very Serious” No serious Serious® None 60/332 26/336 OR 25 96 more per 1000 @000
’ serious™ erious indirectness erious (18.1%) (7.7%) (0.83 to 7.56) (from 12 fewer to 311 more) ~ Very low
Abbreviations: RCT, randomized controlled trial; OR, odds ratio;, WMD, weighted mean difference; CI, confidence interval.
Notes: “The limitations are serious, because a majority of patients (>50%) are from the studies judged as unclear risk of bias.
*The limitations are very serious, because a majority of patients (>50%) are from the studies judged as high risk of
bias.

"#The imprecision is serious, because the sample size is small.

SThere is no serious inconsistency, because only one study is included.
$SThe publication bias is likely, because only one study is included.
"The inconsistency is serious, because the heterogeneity is high.

“The imprecision is serious, because 95% confidence interval is wide.



Supplementary Table 9. GRADE quality of evidence summary table for the comparisons of terlipressin with vasopressin for patients with acute variceal bleeding

Quality assessment No of patients Effect
. NN . . - Other . . . Relative Quali
esign Limitations  Inconsistency Indirectness  Imprecision considerations Terlipressin  Vasopressin (95% CI) Absolute
of bleeding
Very Serious™ No serious Serious™ None 83/123 71/124 OR 1.6 109 more per 1000 ®©000
serious” u indirectness u (67.5%) (57.3%) (0.53 to 4.88) (from 157 fewer to 295 more)  Very lo
-hospital rebleeding
Very No serious No serious Serious® None 8/18 3/16 OR 3.27 243 more per 1000 ®000
serious” inconsistency indirectness (44.4%) (18.8%) (0.24 to 45.29) (from 135 fewer to 725 more) ~ Very lo
lay rebleeding
Very No serious No serious Serious® Likely 4/13 3/15 OR 1.78 108 more per 1000 ®000
serious” inconsistency” indirectness publication bias™  (30.8%) (20%) (0.32t0 10.01) (from 126 fewer to 514 more)  Very lo
ospital mortality
Very No serious No serious Serious™ None 17/46 15/45 OR 1.2 42 more per 1000 @000
serious” inconsistency indirectness (37%) (33.3%) (0.5 t0 2.89) (from 133 fewer to 258 more)  Very lo
ay mortality
Very No serious No serious Serious® Likely 10/21 8/24 OR 1.82 143 more per 1000 ®000
serious” inconsistency” indirectness publication bias™  (47.6%) (33.3%) (0.54 t0 6.07) (from 121 fewer to 419 more)  Very lo
uirements
Very No serious No serious Serious® Likely 21 24 ) WMD 0.8 higher ®000
serious inconsistency” indirectness publication bias (1.46 lower to 3.06 higher) Very lo



Very No serious No serious Serious® Likely 2/21 10/24 OR0.15 320 fewer per 1000 ®000
serious” inconsistency” indirectness publication bias™  (9.5%) (41.7%) (0.03 t0 0.78) (from 59 fewer to 396 fewer)  Very lo

Abbreviations: RCT, randomized controlled trial; OR, odds ratio; WMD, weighted mean difference; CI, confidence interval.
Notes: “The limitations are very serious, because a majority of patients (>50%) are from the studies judged as high risk of
bias.
*#The imprecision is serious, because most included studies are small and the sample size is small
SThe imprecision is serious, because the sample size is small.
$SThe inconsistency is serious, because the heterogeneity is high.
“There is no serious inconsistency, because only one study is included.
"The publication bias is likely, because only one study is included.



Supplementary Table 10. GRADE quality of evidence summary table for the comparisons of terlipressin alone with terlipressin plus EVL for patients with acute variceal bleeding

Quality assessment No of patients Effect
ign Limitations Inconsistency Indirectness Imprecision consf()ltehreal;ions Terlipressin T;;llllspgijijn (l;;‘l,;: tlcvf) Absolute Qua
f bleeding
Serious” No ser@ous . No -serious No serihops Like-ly - L 42/46 46/47 OR 0.23 65 fewer per 1000 DDO(
inconsistency indirectness imprecision publication bias®  (91.3%) (97.9%) (0.02 t0 2.12) (from 500 fewer to 11 more) Low
ailure
Serious” No ser@ous . No -serious No serihops Like-ly - L 11/46 1/47 OR 14.46 218 more per 1000 DDO(
inconsistency indirectness imprecision publication bias®  (23.9%) (2.1%) (1.78 to 117.33)  (from 16 more to 697 more) Low
eeding
Serious” No ser@ous . No -serious No serihops Like-ly - L 7/46 0/47 OR 18.04 0 more per 1000 DDO(
inconsistency indirectness imprecision publication bias®  (15.2%) (0%) (1 to 325.75) (from 0 more to 0 more) Low
Serious” No ser@ous . No -serious No serihops Like-ly - L 3/46 1/47 OR3.21 44 more per 1000 DDO(
inconsistency indirectness imprecision publication bias®  (6.5%) (2.1%) (0.32t032.04)  (from 14 fewer to 389 more) Low
irements - <48 hours transfusion requirements
Serious” No ser@ous . No -serious No serihops Like-ly - 46 47 ) WMD 0.64higher DDO(
inconsistency indirectness imprecision publication bias (0 to 1.2 higher) Low
irements - 49-120 hours transfusion requirements
Serious” No ser@ous . No -serious No serihops Like-ly - 46 47 ) WMD 1.2 higher DDO(
inconsistency indirectness imprecision publication bias (0.43 to 1.97 higher) Low



tal stay

Serious” No serious No serious No serious Likely 46 47 ) WMD 1.3 higher DDO(
inconsistency” indirectness imprecision publication bias® (0.94 lower to 3.54 higher) Low

Serious” No serious No serious No serious Likely 21/46 20/47 OR 1.13 30 more per 1000 DDO(
inconsistency” indirectness imprecision publication bias®  (45.7%) (42.6%) (0.5t02.57) (from 155 fewer to 230 more) Low

Abbreviations: RCT, randomized controlled trial; OR, odds ratio; WMD, weighted mean difference; CI, confidence interval,
EVL, endoscopic variceal ligation.
Notes: “The limitations are serious, because a majority of patients (>50%) are from the studies judged as unclear risk of bias.
*There is no serious inconsistency, because only one study is included.
SThe publication bias is likely, because only one study is included.



Supplementary Table 11. GRADE quality of evidence summary table for the comparisons of terlipressin with sclerotherapy for patients with acute variceal bleeding

Quality assessment No of patients Effect
. S . . - Other . . Relative Qual
ign Limitations Inconsistency Indirectness Imprecision considerations Terlipressin Sclerotherapy 95% CT) Absolute
of bleeding
Very No serious No serious No serious Publication bias® 85/105 94/114 OR 0.9 16 fewer per 1000 @®00C
serious” inconsistency” indirectness imprecision (81%) (82.5%) (0.46 to 1.8) (from 141 fewer to 70 more) Very I
failure
Very No serious No serious No serious Publication bias® 35/105 36/114 OR 1.08 17 more per 1000 @00C
serious” inconsistency” indirectness imprecision u (33.3%) (31.6%) (0.61t0 1.91)  (from 96 fewer to 153 more) Very I
1y rebleeding
Very No serious No serious No serious Publication bias® 15/105 16/114 OR 1.02 2 more per 1000 @®00C
serious” inconsistency” indirectness imprecision (14.3%) (14%) (0.48t02.18)  (from 68 fewer to 122 more) Very Ic
lay rebleeding
Very No serious No serious No serious Publication bias® 26/105 29/114 OR 0.96 8 fewer per 1000 @00C
serious” inconsistency” indirectness imprecision u ° (24.8%) (25.4%) (0.52t0 1.78)  (from 104 fewer to 123 more) Very I
Very No serious No serious No serious Publication bias® 26/105 19/114 OR 1.65 81 more per 1000 @®00C
serious” inconsistency” indirectness imprecision (24.8%) (16.7%) (0.85t03.19)  (from 21 fewer to 223 more) Very Ic
lirements
Very No serious No serious No serious Lo s WMD 0.2 higher @00C
serious” inconsistency” indirectness imprecision Publication bias™ 105 14 . (1.01 lower to 1.41 higher)  Very Ic



ital stay

Very No serious No serious No serious Publication bias® 105 114 ) WMD 1 lower @00
serious” inconsistency* indirectness imprecision (3.65 lower to 1.65 higher)  Very
Very No serious No serious No serious Publication bias® 21/105 34/114 OR 0.59 98 fewer per 1000 ®0C
serious” inconsistency” indirectness imprecision (20%) (29.8%) (0.32t0 1.1) (from 179 fewer to 20 more) Very

Abbreviations: RCT, randomized controlled trial; OR, odds ratio; WMD, weighted mean difference; CI, confidence interval.
Notes: “The limitations are very serious, because a majority of patients (>50%) are from the studies judged as high risk of
bias.

"There is no serious inconsistency, because only one study is included.
SThe publication bias is likely, because only one study is included.



Supplementary Table 12. GRADE quality of evidence summary table for the comparisons of terlipressin with balloon tamponade for patients with acute variceal bleeding

Quality assessment No of patients Effect
: lit
. SR . . . Other . . Balloon Relative Qua
Design Limitations Inconsistency Indirectness Imprecision considerations Terlipressin tamponade 95% CI) Absolute
ol of bleeding
Very No serious No serious Serious™ None 68/88 79/89 OR 0.44 111 fewer per 1000 @000
serious” inconsistency indirectness (77.3%) (88.8%) (0.14 to 1.37) (from 362 fewer to 28 more) Very low
8 hours rebleeding
Very No serious No serious Serious™ Likely 6/18 3/19 OR 2.67 176 more per 1000 ®000
serious” inconsistency® indirectness publication bias®®  (33.3%) (15.8%) (0.55 to 12.88) (from 64 fewer to 549 more) Very low
days rebleeding
Very No serious No serious Serious™ Likely 6/36 12/41 OR 0.51 118 fewer per 1000 @000
serious” inconsistency indirectness publication bias®™  (16.7%) (29.3%) (0.16 to 1.57) (from 231 fewer to 101 more)  Very low
-day rebleeding
Very No serious No serious Serious™ Likely 4/14 17/19 OR 0.05 596 fewer per 1000 ®000
serious” inconsistency$ indirectness U publication bias®  (28.6%) (89.5%) (0.01 to 0.3) (from 176 fewer to 816 fewer) Very low
ospital mortality
Very No serious No serious Serious™ None 6/50 8/51 OR 0.72 39 fewer per 1000 @000
serious” inconsistency indirectness (12%) (15.7%) (0.23 t0 2.29) (from 116 fewer to 142 more)  Very low
y mortality
Very Noserious  No serious Serious™ Likely - 420 6/20 OR 0.58 101 fewer per 1000 @000
serious” inconsistency® indirectness publication bias®®  (20%) (30%) (0.14 t0 2.5) (from 243 fewer to 217 more) ~ Very low



Mortality - 30-day mortality

Very No serious No serious Lo 14/40 14/40 OR 1
2 RCT serious” inconsistency indirectness Serious None (35%) (35%) (0.4 to 2.51)
Transfusion requirements
1 RCT Very | Noserious - Noserious g . o Likely — — 0n 20 y
serious inconsistency indirectness publication bias
Complications
Very No serious No serious . 16/70 28/71 OR 0.41
3 RCT serious” inconsistency indirectness Serious None (22.9%) (39.4%) (0.1 to 1.66)

Abbreviations: RCT, randomized controlled trial; OR, odds ratio; WMD, weighted mean difference; CI, confidence interval.
Notes: “The limitations are very serious, because a majority of patients (>50%) are from the studies judged as high risk of
bias.
*#The imprecision is serious, because the sample size is small.
SThere is no serious inconsistency, because only one study is included.
$The publication bias is likely, because only one study is included.



Supplementary Table 13. Results of meta-analyses according to Child-Pugh classifications

No. No. Pooled P
Studies Pts OR [95% CI] value

1. Terlipressin VS somatostatin

1.1 48-hour control of bleeding in Child's A and B 1 115 0.95[0.32, 2.81] 0.92

1.2 48-hour control of bleeding in Child's C 1 46 0.45[0.13, 1.61] 0.22

2. Terlipressin Vs octreotide

2.1 <24 hours control of bleeding in Child's A and B 2 99 0.37[0.15, 0.94] 0.04

2.2 <24 hours control of bleeding in Child's C 2 48 0.44[0.13, 1.47] 0.18
3. Terlipressin VS vasopressin

3.1 24-hour control of bleeding in Child's Aand B 2 112 2.92[0.99,8.62] 0.05

3.2 24-hour control of bleeding in Child's C 2 53 1.23[0.13,11.17] 0.85
4. Terlipressin Vs terlipressin plus EVL

4.1 5-day treatment failure in Child's A and B 1 72 8.26[0.97,69.96] 0.05

4.2 5-day treatment failure in Child's C 1 21 22.56[0.97, 524.40] 0.05
5. Terlipressin Vs sclerotherapy

5.1 5-day treatment failure in Child's A and B 1 150 0.92[0.46, 1.82] 0.80

5.2 5-day treatment failure in Child's C 1 69 1.55[0.56, 4.24] 0.40
6. Terlipressin vs Balloon tamponade

6.1 <48 hours control of bleeding in Child's A and B 1 24 0.30[0.01, 4.64] 0.32

6.2 <48 hours control of bleeding in Child's C 1 16 0.09[0.01, 1.21] 0.07

EVL, endoscopic variceal ligation; OR, odds ratio; CI, confidence interval.



